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This International Search Report consists of a total of 3 sheets. 

|X| It Is also accompanied by a copy of each prior art document cited in this report 



of the report 

With regard to the language, the International search was carried out on the basis of the International application In the 
language In which It was filed, unless otherwise Indicated under this Item. 

I I the International search was carried out on the basis of a translation of the International application furnished to this 
Authority (Rule 23.1 (b)). 

With regard to any nucleotide and/or amino add sequence disclosed In the International application, the International search 
was carried out on the basis of the sequence listing : 

| | contained In the International application In written form. 

filed together with the International application In computer readable form, 
furnished subsequently to this Authority In written form, 
furnished subsequently to this Authority In computer readble form. 



2. 
3. 



□ 
□ 
□ 
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□ 

□ 
□ 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure In the 
International application as filed has been furnished. 

the statement that the Information recorded in computer readable form Is Identical to the written sequence listing has been 
furnished 

Certain claims were found unsearchable (See Box I). 
Unity of invention is lacking (see Box II). 



4. With regard to the title, 

|X| the text Is approved as submitted by the applicant. 

| | the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

[X| the text Is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b), by this Authority as It appears In Box III. The applicant may, 
within one month from the date of mailing of this International search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract Is Figure No. — 



I I as suggested by the applicant. Q None of the figures. 

| | because the applicant failed to suggest a figure. 

| | because this figure better characterizes the Invention. 
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page 6, line 5 - line 8 
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or priority date and not In conflict with the application but 
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Involve an Inventive step when the document Is taken alone 
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SCB 518 PCT 


See Notification of Transmittal of International 
FOR FURTHER ACTION Preliminary Examination Report (Form PCT/IPEA/416) 


International application No. 
PCT/EP99/09002 


International filing date (day/month/year) 
23/11/1999 


Priority date (day/month/year) 
25/11/1998 


International Patent Classification (IPC) or national classification and IPC 
A61K9/00 


Applicant 

CHIESI FARMACEUTICI S.P.A. et al. 



1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 6 sheets, including this cover sheet. 

This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of 2 sheets. 



3. This report contains indications relating to the following items: 
I S Basis of the report 



Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 



II 
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III 
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IV 
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VI 
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VIII 





Certain observations on the international application 



Date of submission of the demand 
09/06/2000 


Date of completion of this report 
22.02.2001 


Name and mailing address of the international 
preliminary examining authority: 

European Patent Office 
fjjxl D-80298 Munich 

9?' Tel. +49 89 2399 - 0 Tx: 523656 eomu d 
Fax: +49 89 2399 - 4465 


Authorized officer 
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INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/EP99/09002 



I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments (Rules 70. 16 and 70.17).): 

Description, pages: 

1 -27 as originally filed 

Claims, No.: 

1-10 as received on 27/1 2/2000 with letter of 20/1 2/2000 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 
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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCT/EP99/09002 



(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 



6. Additional observations, if necessary: 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 



Novelty (N) 


Yes: 


Claims 


10 






No: 


Claims 


1 - 


9 


Inventive step (IS) 


Yes: 


Claims 








No: 


Claims 


1 - 


10 


Industrial applicability (IA) 


Yes: 


Claims 


1 - 


10 




No: 


Claims 







2. Citations and explanations 
see separate sheet 



VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
}) claims are fully supported by the description, are made: 
see separate sheet 
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SECTION V 

1 . Reference is made to the following documents: 

D1: WO-A-9 632 099 
D2: WO-A-9 517 195 
D3: EP-A-0 642 992 
D4: WO-A-9 824 420 
D5: WO-A-9 21 1 236 
D6: US-A-4 835 145 

2. The present application does not satisfy the criterion set forth in Article 33(2) and 
(3) PCT because the subject-matter of independent claims 1 and 9 is not new in 
respect of prior art as defined in the regulations (Rule 64(1 )-(3) PCT) and that of 
independent claim 10 does not involve an inventive step (Rule 65(1) and (2) PCT). 

The subject-matter of independent claim 1 relates to a dose inhaler comprising 
usual inhaler components, ie an active ingredient, a hydrofluorocarbon propellant 
and a co-solvent, and which inhaler is characterized in that part or all of the 
internal surfaces consist of stainless steel, anodised aluminium or are covered 
with an inert organic coating and which coating is to be selected from 
perflouroalkoxyalkane, epoxy phenol resin or flourinated-ethylene-propylene 
polyether sulfone. There is no possibility to consider functional features for novelty 
evaluations of product claims, like that of "said material preventing the chemical 
degradation of the active ingredient". Claim 9 relates to the solution formulation 
used in the inhaler of claim 1 . 

Such products have already been disclosed in eg document D1 . According to D1 
a dose inhaler has been disclosed which comprises a solution of an active 
ingredient (see eg claim 1), a hydrofluorocarbon propellant (see eg claim 1; page 
5, lines 7-17) and a co-solvent (see eg claim 4), and the internal surfaces are 
coated partly or completely by a presently comprised fluorocarbon polymer (see 
eg claims 17 - 19; page 6, line 21 - page 8, line 7) or by eg stainless steel (see eg 
page 6, lines 5 - 7). 
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EXAMINATION REPORT - SEPARATE SHEET 



The applicant argued during the international preliminary examination procedure 
that D1 and D3 refer only to "suspensions" and not to "solutions", however, the 
definition of the components intended to be comprised according to the wording of 
present claims 1 and 9 (see present description) by the term "solution" are not 
different to those comprised by "inhalation drug formulation" in D1, or 
"Suspension" in D3, and thus no difference in that respect can be seen. 

Taking into consideration the wordings of claims 1 and 9, further novelty 
destroying disclosure is available from: 

D2: see eg claims 1,19 and 20 in particular when combined with the page 7, 
T / lines 13-17; 

(During the international preliminary examination procedure the applicant argued 
and referred in particular to differences with regard to D2 and present case, 
however, the arguments are not reflected, /ethey found no expression in the 
wording of the presently claimed subject-matter, and must thus be disregarded.) 
D3: see eg the claims; column 4, line 50 - column 5, line 16; 

Dependent claims 2-8 are likewise not new since the specifically cited prior art 
comprises presently specified actives, the propellants or the other specified 
components. 

The subject-matter of claim 10 relates to an aerosol formulation comprising 
dexbudesonide, a hydrofluorocarbon propellant, ethanol and a certain volatility 
Q) compound. 

According to D1 already aerosol formulations have been disclosed which differ 
from the present one only in that dexbudesonide as the active has not been 
mentioned. However, the use of corticosteroids like budesonide (D1 , see page 4, 
line 19) and epimers (see in particular D6) thereof are well known to be used in 
aerosols (see the example (a) in column 4 of D6) and a corresponding 
replacement of the active in the formulations of D1 must be regarded obvious to 
the person skilled in the art. 
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SECTION VII 

1 . Contrary to the requirements of Rule 5.1 (a)(ii) PCT, the relevant background art 
disclosed in the documents D1, D3 - D6 is not mentioned in the description, nor 
are these documents identified therein. 



SECTION VIII 

1 . The "solution" used in the inhaler, ie subject-matter of claims 1 and 9 on the one 
hand (dose inhaler/solution formulation) and the "solution formulation" of claim 10 
on the other hand (aerosol) are characterised by different essential features. It 
appears at present that the international application does not relate to one 
invention only, since a single new general inventive concept is lacking (Rule 13 
PCT). 
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CLAIMS 



1. Pressurised metered dose inhalers containing a 
solution of an active ingredient in a 
hydrofluorocarbon propellant, a co- solvent and 
optionally a low- volatility component characterised 
in that part or all of the internal surfaces of 
said inhalers consist of stainless steel, anodised 
aluminium or are lined with an inert organic 
coating selected from perf luoroalkoxyalkane , epoxy- 
phenol resin or f luorinated-ethylene-propylene 
polyether sulfone, said material preventing the 
chemical degradation of the active ingredient. 

2. Pressurized metered dose inhalers according to 
claim l. -wherein . the active ingredients are 
selected from S2 agonists, steroids or anti- 
cholinergic agents and their combinations. 

3. Pressurized metered dose inhalers according co 
claim 2, wherein the active ingredient is 
ipratropium bromide, oxitropium bromide, tiotropium 
bromide, flunisolide, triamcinolone acetonide, 
fluticasone propionate, raotnetasone furoate, 
budesonide, ciclesonide, rofleponide and epimers 
thereof . 

4 . Pressurized metered dose inhalers according to 
any of claims from 1 to 3, containing a low- 
volatility component selected from glycerol. 
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polyethylene glycol and isopropyl myristate. 

5. Pressurized metered dose inhalers according to 
any of claims from 1 to 4 , wherein the co-solvent is 
ethanol . 

6. Pressurized metered dose inhalers according to 
any of claims from l to 5 , wherein the propellant 
is, selected from HFA 227, HFA 134a and their 
mixtures . 

7. Pressurised metered dose inhalers according to 
any of claims 1 to 6 wherein part or all of the 
internal surfaces are coated with an epoxy phenol 



resin. 

B. Pressurised metered dose inhalers according to 
' any of claims 1 to S wherein part or all of the 
15 internal surfaces consist of anodised aluminium. 

9. Stabilized aerosol solution formulation 
consisting of an active ingredient in a 
hydrof luorocarbon propellant, a co-solvent and 

"i$ optionally a low-volatility component for use in a 

20 pressurised metered dose inhaler as claimed in any 

of claims 1 to 8 . 

10. Aerosol solution formulation of dexbudesonide 
in a hydrof luorocarbon propellant and ethanol as a 
co- solvent, further comprising a low volatility 

25 compound selected from glycerol, isopropylmyristate 

and polyethylene glycol . 
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CLAIMS 

1. Pressurised metered dose inhalers containing a 
solution of an active ingredient in a 
hydrof luorocarbon propellant, a co- solvent and 
optionally a low-volatility component characterised 
in that part or all of the internal surfaces of said 
inhalers consist of stainless steel, anodised 
aluminium or are lined with an inert organic 
coating . 

2. Pressurized metered dose inhalers according to 
claim 1, wherein the active ingredients are selected 
from 22 agonists, steroids or anti-cholinergic 
agents and their combinations. 

3. Pressurized metered dose inhalers according to 
claim 2, wherein the active ingredient is 
ipratropium bromide, oxitropium bromide, tiotropium 
bromide, flunisolide, triamcinolone acetonide, 
fluticasone propionate, mometasone furoate, 
budesonide, ciclesonide, rofleponide and epimers 
thereof . 

4 . Pressurized metered dose inhalers according to 
any of claims from 1 to 3, containing a low- 
volatility component selected from glycerol, 
polyethylene glycol and isopropyl myristate. 

5. Pressurized metered dose inhalers according to 
any of claims from 1 to 4, wherein the co-solvent is 
ethanol . 

6. Pressurized metered dose inhalers according to 
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any of claims from 1 to 5, wherein the propellant is 
selected from HFA 227, HFA 134a and their mixtures. 

7. Pressurised metered dose inhalers according to 
any of claims 1 to 6 wherein the inert organic 
coating is perf luoroalkoxyalkane , epoxy-phenol resin 
or f luorinated-ethylene-propylene polyether sulf one . 

8 . Pressurised metered dose inhalers according to 
any of claims 1 to 7 wherein part or all of the 
internal surfaces are coated with an epoxy phenol 
resin . 

9. Pressurised metered dose inhalers according to 
any of claims 1 to 6 wherein part or all of the 
internal surfaces consist of anodised aluminium. 

10. Stabilized aerosol solution formulation 
consisting of an active ingredient in a 
hydrof luorocarbon propellant , a co- solvent and 
optionally a low-volatility component for use in a 
pressurised metered dose inhaler as claimed in any 
of claims 1 to 9 . 

11. Aerosol solution formulation of dexbudesonide 
in a hydrof luorocarbon propellant and ethanol as a 
co-solvent, further comprising a low volatility 
compound selected from glycerol, isopropylmyristate 
and polyethylene glicol. 



